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ACTION:  Notice  of  Public  Hearing. 

SUMMARY;  This  Is  an  announcement 
that  a  public  hearing  will  be  held  on  De¬ 
cember  2,  1977  before  the  Commissioner 
of  Food  and  Drugs  to  receive  information 
and  views  from  interested  persons  on  the 
issue  of  the  current  patterns  of  medical 
use  and  abuse  of  amphetamines.  Legally 
manufactured  and  marketed  amphet¬ 
amines  continue  to  be  abused  at  a  level 
that  constitutes  an  apparently  signifi¬ 
cant  public  health  problem.  The  Food 
and  Drug  Administration  (FDA)  con- 
contemplates  undertaking  new  regula¬ 
tory  actions  if  the  current  level  of  abuse 
is  confirmed,  in  the  administrative  rec¬ 
ord  of  this  hearing,  to  be  unacceptably 
high. 

DATES:  Notices  of  appearance  by  No¬ 
vember  14, 1977:  the  hearing  will  be  held 
on  December  2, 1977. 

ADDRESS:  Written  notices  of  appear¬ 
ance  to  the  Hearing  Clerk  (HFC-20), 
F(X)d  and  Drug  Administration,  Rm.  4- 
65,  5600  Fishers  Lane,  Rockville,  Md. 
20857. 

FOR  FURTHER  INFORMATION  CON¬ 
TACT: 

Ronald  Kartzinel,  Bureau  of  Drugs 
(HFD-120) ,  Food  and  Drug  Adminis¬ 
tration.  Department  of  Health,  Educa¬ 
tion,  and  Welfare,  5600  Fishers  Lane, 
Rockville,  Md.  20857,  (301-443-4020). 

SUPPLEMENTARY  INFORMATION: 

Definition 

For  the  purpose  of  this  notice,  the 
term  amphetamine,  the  name  ordinarily 
used  to  designate  the  racemic  form  of 
the  drug,  is  used  to  cover  several  drugs 
or  Isomers  Adthin  a  class  and  the  term 
dl -amphetamine  is  used  when  reference 
to  the  racemate  is  intended.  The  term 
amphetamine  includes  dextroampheta¬ 
mine,  dl-amphetamine,  methampheta- 
mine  (which  is  used  in  this  notice  to 
cover  both  the  dextro-isomer  and  the 
racemate) ,  a  mixture  of  dextroampheta¬ 
mine  and  dl-amphetamine,  and  salts  of 
the  drugs  unless  otherwise  stated  in  the 
text. 

Background 

Among  the  earliest  attempts  to  impose 
Federal  controls  on  distribution  of  am¬ 
phetamines  in  the  United  States  were 
legislative  proposals  made  in  the  early 
1950’s.  culminating  in  congressional 
hearings  in  1954.  Although  no  legislation 
resulted,  in  the  late  1950’s  FDA  began 
taking  enfcN-cement  action  under  the 
Federal  Food,  Drug,  and  Cosmetic  Act 
("the  act”) .  as  then  written,  against  in¬ 
dividuals  who  were  diverting  ampheta¬ 


mines  from  legitimate  channels  to  illicit 
use,  on  the  grounds  that  they  were  dis¬ 
pensing  amphetamines  without  a  pre¬ 
scription.  During  the  debates  leading  to 
the  Drug  Amendments  of  1962,  legislation 
was  again  proposed  to  curb  amphetamine 
usage,  but  again,  no  action  was  taken. 
A  Presidential  commission  in  the  same 
period  recommended  strong  Federal  ef¬ 
forts  against  the  diversion  and  use  of 
amphetamines  and  other  nonnarcotic 
drugs.  Congress  enacted  the  Drug  Abuse 
Control  Amendments  of  1965  (DACA) 
which  placed  responsibility  for  law  en¬ 
forcement  against  diversion  of  nonnar¬ 
cotic  drugs  in  FDA.  Shortly  thereafter, 
FDA  created  a  new  unit,  the  Bureau  of 
Drug  Abuse  Control  (BDAC)  whose  ex¬ 
clusive  mandate  was  to  enforce  DACA. 
In  1968,  BDAC  was  transferred  from  FDA 
to  the  Department  of  Justice  in  a  move 
to  centralize  all  drug  abuse  law  enforce¬ 
ment  activities  into  one  agency,  the  Bu¬ 
reau  of  Narcotics  and  Dangerous  Drugs 
(BNDD).  (In  1973,  BNDD  was  renamed 
the  Drug  Enforcement  Administration 
(DEA) .) 

Congress  revised  all  the  Federal  stat¬ 
utes  relating  to  narcotic  and  nonnarcotic 
drugs  in  1970.  The  enactment  of  the  Con¬ 
trolled  Substances  Act  (CSA)  repealed 
DACA  and  provided  a  new  range  of  regu¬ 
latory  controls  that  could  be  imposed 
upon  drugs  of  abuse  by  administrative, 
rather  than  legislative  action.  In  1971, 
BNDD  and  FDA  worked  together  to 
transfer  amphetamines  from  Schedule 
III  to  Schedule  II  of  the  CSA  (which 
imposed  the  strictest  regulatory  controls 
possible  over  drugs  having  legitimate 
medical  use  in  the  United  States).  This 
action  required  that  (1)  prescriptions  be 
in  writing  and  be  nonrefillable,  (2)  spe¬ 
cial  order  forms  issued  by  BNDD  be  used 
for  all  sales  of  amphetamines  other  than 
those  dispensed  to  patients  on  prescrip¬ 
tion,  (3)  manufacturers  and  wholesalers 
utilize  stringent  precautions  to  prevent 
the  theft  or  diversion  of  amphetamines 
from  their  facilities,  (4)  the  drugs  not 
to  be  imported  or  exported  across  bound¬ 
aries  of  the  United  States  without  prior 
permission  of  BNDD,  and  (5)  the  quanti¬ 
ties  that  could  be  manufactured  in  any 
given  year  be  subject  to  quotas  imposed 
by  the  government. 

Beginning  in  1972,  parallel  to  the  CSA 
actions  to  restrict  the  availability  of  am¬ 
phetamines,  FDA  undertook  its  anorectic 
review  which  included  detailed  statistical 
analyses  of  all  of  the  controlled  studies 
in  FDA  files  regarding  the  effectiveness 
of  these  drugs  in  the  treatment  of 
obesity,  as  well  as  meetings  with  con¬ 
sultants  and  advisory  groups.  The  scope 
of  the  review  was  extensive,  involving 
over  1,100  volumes  of  data  concerned 
with  12  anorectic  drugs.  The  products  in 
which  these  drugs  were  present,  either 
alone  or  in  combination  with  other  drugs, 
were  marketed  by  40  firms.  Over  200 
double-blind  and  controlled  studies  on 
the  effectiveness  of  the  drugs  were  in¬ 
cluded  in  the  review.  These  studies,  which 
had  been  carried  out  on  almost  10,000 
subjects,  were  then  evaluated  by  the 
medical  staff  of  the  Bureau  of  Drugs  to 
determine  whether  there  was,  for  each 
anorectic  drug,  substantial  evidence  that 


patients  taking  the  drug  sustained  on  the 
average  a  greater  degree  of  weight  loss 
over  a  12-week  period  than  patients  tak¬ 
ing  a  placebo.  The  12 -week  period  was 
selected  because  it  was  the  longest  pe¬ 
riod  for  which  there  were  reasonably 
comparable  data  on  all  of  the  anorectic 
drugs  in  the  review. 

.  Since  completion  of  the  anorectic  re¬ 
view  and  implementation  of  the  Sched¬ 
ule  n  controls  under  the  CSA  in  1972, 
the  following  actions  have  been  taken 
by  the  Federal  government  to  restrict 
the  availability  of  and  reduce  the  abuse 
of  amphetamines:  (a)  in  the  Federal 
Register  of  February  12,  1973  (38  FR 
4249) ,  FDA  announced  its  findings  of  the 
anorectic  review  that  single-entity  oral- 
anorectic  drug  products  containing  dex¬ 
troamphetamine  and  dl-amphetamine 
are  effective  as  a  short-term  adjunct  in 
the  management  of  obesity;  (b)  dextro¬ 
amphetamine,  dl-amphet^ine,  and 
methamphetamine  were  the  subject  of  a 
Drug  Efficacy  Study  (DESI)  notice  pub¬ 
lished  in  the  Federal  Register  of  July 
19,  1974  (39  FR  26459)  (in  that  notice, 
dextroamphetamine  and  dl-ampheta¬ 
mine  were  evaluated  as  effective  for  the 
treatment  of  narcolepsy  and  minimal 
brain  dysfunction  in  children,  and  all 
the  drugs  included  in  the  notice  were 
determined  to  be  effective  as  short-term 
adjimcts  in  the  management  of  obesity) ; 
(c)  all  parenteral  forms  and  all  but  a 
very  few  combination  drug  products  con¬ 
taining  amphetamines  have  been  re¬ 
moved  from  the  market:  (d)  all  single¬ 
entity  anorectic  drug  pnxlucts  were  re¬ 
labeled  to  emphasize  warnings  about 
their  potential  for  abuse  and  the  limita¬ 
tions  on  their  effectiveness  in  the  treat¬ 
ment  of  obesity  (this  information  was 
also  publicized  in  a  December  1972  issue 
of  the  "FDA  Drug  Bulletin”) ;  (e)  the 
production  quotas  for  amphetamines 
w^ere  substantially  reduced  by  DEA, 
thereby  reducing  the  quantity  of  am¬ 
phetamines  produced  in  the  United 
States:  (f)  all  other  prescription  ano¬ 
rectic  drugs  were  placed  within  the  con¬ 
trol  system  of  the  CSA  to  reduce  the 
likelihood  that  they  would  replace  am¬ 
phetamines  as  primary  stimulant  drugs 
of  abuse;  (g)  the  advertising  and  promo¬ 
tion  of  anorectic  drugs  were  under  reg¬ 
ular  surveillance  (including  27  regula¬ 
tory  actions  in  the  last  4  years  against 
inadequate  or  misleading  information  or 
implied  claims  of  usefulness  in  the  ad¬ 
vertising  of  these  products). 

The  Commissioner  recognized  and  so  ^ 
stated  in  the  February  12,  1973  notice  * 
that  use  of  amphetamines  for  long  pe¬ 
riods  of  time  may  lead  to  drug  depend¬ 
ence  and  abuse.  The  potential  for  abuse 
of  these  drugs  is  related  to  their  action 
as  a  central  nervous  system  stimulant; 
they  can  prcxluce  intense  psychological 
dependence  and  severe  social  dysfxmc- 
tion.  When  the  drugs  were  approved  for 
use  as  an  adjunct  in  the  management 
of  obesity,  they  were  approved  on  a 
beneflt/risk  basis  which  toc^  Into  con¬ 
sideration  their  potential  for  abuse.  By 
limiting  the  use  of  these  drugs  to  a  short 
period  of  time  and  reducing  the  oppor¬ 
tunity  for  misuse  through  regulatory  ac¬ 
tion,  the  Commissioner  concluded  that 
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these  drugs  met  the  safety  requirements 
of  the  act,  and  were  appropriate,  on  a 
benefit/risk  basis,  for  the  treatment  of 
obesity  for  a  few  weeks  as  an  adjimct 
to  a  regimen  of  weight  reduction  based 
on  caloric  restriction.  However,  he  also 
cautioned  that  persistent  abuse  of  these 
dnigs  would  necessitate  taking  further 
steps  to  restrict  their  availability  and 
use. 

The  supply  of  these  drugs  has  there¬ 
fore  been  reduced,  and  labeling  now  re¬ 
stricts  their  use  to  a  short-term  period 
of  time  and  requires  a  box  warning  re¬ 
garding  their  potential  for  abuse.  In 
addition,  regulatory  actions  taken  by 
FDA  have  removed  from  the  market  all 
injectable  products  and  most  combina¬ 
tion  products  containing  an  ampheta¬ 
mine  and/or  methamphetamine  hydro¬ 
chloride,  because  of  lack  of  safety  or  ef¬ 
fectiveness.  Those  anorectic  products 
now  on  the  market  which  contain  am¬ 
phetamines  are  also  in  the  most  restrict¬ 
ed  schedule  (Schedule  II)  under  the 
CSA. 

Summary  op  Current  Abuse  of 
Amphetamines 

Recent  information  made  available  to 
FDA  has  revealed  that,  in  spite  of  the 
restrictions  imposed  over  ^e  last  5 
years,  there  is  evidence  for  the  follow¬ 
ing  conclusions: 

1.  Among  prescription  drugs,  the  ano¬ 
rectic  agents  are  commonly  used  for 
nqnmedical  purposes. 

2.  Among  the  anorectic  drugs,  amphet¬ 
amines  account  for  more  abuse  episodes 
than  other  drugs  in  the  class  and  also 
have  the  highest  rate  of  abuse  of  all 
drugs  in  the  class. 

3.  There  has  been  no  significant  de¬ 
crease  in  the  rate  of  abuse  of  ampheta¬ 
mines  over  the  past  3  years.  The  major 
reduction  in  the  abuse  of  these  agents 
appears  to  have  taken  place  between  1970 
and  1973  as  a  result  of  regulatory  actions 
taken  during  that  time,  and  little  in¬ 
cremental  change  has  occurred  since 
then. 

4.  A  significant  amount  of  the  am¬ 
phetamines  used  for  abuse  purposes 
comes  from  supplies  that  are  legally 
manufactured,  shipped,  or  prescribed. 

5.  There  is  no  new  evidence  to  chal¬ 
lenge  the  previous  FDA  conclusion  that 
amphetamines  have  no  advantage  over 
the  nonamphetamine  anorectic  drugs  as 
an  adjunct  in  the  treatment  of  obesity. 

Because  of  this  continuing  level  of 
abuse  of  amphetamines,  the  Commis¬ 
sioner  iKlieves  that,  consistent  with  his 
stated  intent  in  the  February  12,  1973 
notice,  further  action  under  the  act  may 
be  necessary  to  protect  the  public 
health.  The  specific  actions  imder  con¬ 
sideration  and  their  objectives  are  de¬ 
scribed  later  in  this  notice. 

Evidence  Relating  to  the  Continued 
Abuse  of  Amphetamines 

The  following  sections  describe  the 
evidence  available  in  support  of  tiie  con¬ 
clusions  enumerated  above.  The  relevant 
reports,  studies,  and  testimony  are  sum¬ 
marized  below,  and  full  copies  of  the 
references  have  been  placed  on  file  with 
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the  Hearing  Clerk,  Food  and  Drug  Ad¬ 
ministration. 

1.  Among  prescription  drugs  the  an¬ 
orectic  agents  are  commonly  used  for 
nonmedical  purposes.  The  National  In¬ 
stitute  on  Drug  Abuse  (NIDA)  has  re¬ 
ported  to  FDA  the  results  of  a  house¬ 
hold  survey  conducted  in  1975  and  1976 
on  drug  use  among  a  sample  population 
in  communities  throughout  the  United 


States  (Ref.  1).  Questions  were  asked 
of  2,590  adults  (ages  over  18  years)  and 
986  youth  (ages  12  to  17  years)  about 
drug  use  activity  during  their  lifetimes. 
The  percentages  of  those  questioned  who 
indicated  that  at  some  time  in  their 
lives  they  had  used  a  prescription  stimu¬ 
lant,  tranquilizer,  or  sedative  drug  for  a 
nonmedical  purpose  are  given  in  Table  1 
as  follows: 


Table  1. — Nonmedical  drug  use 


Percent  an  Percent  young  Percent  older  Percent  all 
Substance  *  yonth  12  to  17  adults  18  to  25  adults  26+  adults  18+ 

yr  (N*«=866)  yr  (N*=882)  yr  (N*=1708)  yr 


Rx  stimulants . . . ..... _  4.4  16.6  5.6  7.9 

Rx tranquilizers .  3.3  0. 1  2.7  4.0 

Rx  sedatives .  2.8  11.9  2.4  4.4 


•N  =  Niiinber  of  persons. 


These  data  indicate  that  the  non¬ 
medical  use  of  prescription  stimulants  is 
greater-  than  that  for  prescription  seda¬ 
tives  and  prescription  tranquilizers  in 
the  population  sampled.  The  greatest 
incidence  occurs  among  young  adults 
aged  18  to  25  years,  where  approximately 
one  in  every  six  persons  reported  having 
engaged  in  nonmedical  use  of  a  stimu¬ 
lant. 

A  second  report  was  received  in  1977 
from  NIDA  from  the  Client  Oriented 
Data  Acquisition  Process  (CODAP)  sys¬ 
tem  (Ref.  2).  In  the  CODAP  system,  a 
client  is  anyone  presenting  himself  or 
herself  to  a  NIDA-fimded  clinic  for  the 
treatment  of  drug  abuse.  The  report  was 
based  on  two  studies  exploring  drug 
abuse  treatment  as  it  affects  the  rural 
population  of  eight  States.  To  learn 
about  the  rural  abuse  client,  “urban” 
clients  (clients  in  communities  of  500,- 
000  or  more)  were  compared  with  “rural” 
clients  (clients  in  communities  of  25,000 
or  less) .  Information  was  obtained 
through  client  profiles  drawn  from  ad¬ 
mission  data  on  10,279  persons  in  110 
treatment  units  in  8  States  (Arizona, 
Colorado,  Georgia,  Iowa,  Maine,  Min¬ 
nesota,  Montana,  and  Vermont).  Table 
2  below  taken  from  the  report,  shows  the 
primary  drug  of  abuse  (the  drug  that 
has  been  abused  by  the  client  or,  in  the 
case  of  multiple  drug  users,  the  one  for 
which  the  client  was  seeking  treatment) 
at  the  time  of  a  client’s  admission  to  a 
rural  or  urban  treatment  program.  These 
data  indicate  that  the  anorectic  stimu¬ 
lants  are  approximately  equal  to  seda¬ 
tive/hypnotics  as  the  primary  drugs  of 
abuse.  In  this  study  anorectic  stimulants 
and  sedative/ hypnotics  taken  together 
(the  category  of  prescription  drugs  of 
abuse)  ranked  first  in  rural  settings  and 
second  only  to  opiates  in  urban  settings. 

Clients  are  not  admitted  to  the  treat¬ 
ment  program  when  alcohol  is  the  only 
substance  of  abuse.  Therefore  the  figure 
for  alcohol  in  Table  2  is  a  limited  indica¬ 
tor  as  it  represents  only  multiple  drug 
users  who  are  abusing  alcohol  as  the 
“primary  drug”  along  with  other  drugs. 


T.abi.e  2. — Rural  and  urban  admissions — 
primary  drug  at  admission 


Substaiu-e 
report  e<l 


Rural  commu-  Urban  commu¬ 
nities  of  25,000  nities  of  500,000 

or  less  or  more 

(N*=2,262)  (N»=8,017) 

percent  of  percent  of  i 

clients  clients 


Opiates . 

Alcohol . 

Sedative/hypnotics . 
Anorectic  stimu¬ 
lants... . 

Cocaine . . 

Marijuana . 

Hallucinogcas . 

Inhalants _ 

Other . 

None . . 


8.1 

6.5.7 

5.7 

3.8 

16.6 

69 

15.8 

5.8 

1.4 

1.5 

30.7 

10.7 

9.5 

3.0 

4.5 

.6 

.5.1 

.6 

2.6 

1.4 

•N =Number  of  persons. 

A  third  report  received  in  1977  from 
NIDA  stated  that  next  to  marijuana,  am¬ 
phetamines  are  the  class  of  drugs  used 
most  commonly  by  a  sample  of  571  vet¬ 
erans  and  384  nemveterans  interviewed 
in  late  1974  (Ref.  3).  In  addition,  next 
to  marijuana,  amphetamines  were  re¬ 
ported  to  be  the  drugs  most  likely  to  be 
used  more  than  once  a  week  for  a  period 
of  more  than  a  month.  The  report  also 
describes  a  striking  correlation  between 
the  degree  of  amphetamine  use  in  the 
last  2  years  and  current  adjustment 
problems,  for  veterans  and  nonveterans. 
The  adjustment  problems  included  ar¬ 
rests,  job  problems,  divorces  and  separa¬ 
tions,  credit  difficulties,  transiency,  vio¬ 
lence,  and  drinking  problems.  Not  only 
was  the  relationship  between  am¬ 
phetamine  use  and  adjustment  problems 
high,  but  for  both  groups,  veterans  and 
nonveterans,  it  was  higher  than  the  cor¬ 
relation  between  adjustment  problems 
and  other  drugs  investigated,  including 
heroin,  codeine,  barbiturates,  cocaine, 
opium,  methaqualone,  peyote,  mesca¬ 
line,  propoxyphene,  chlordiazepoxide, 
LSD,  and  marijuana.  Among  regular 
users  of  amphetamines,  whether  veterans 
or  nonveterans,  about  two-thirds  re¬ 
ported  using  amphetamines  to  “get 
high,”  and  one-third  of  both  groups 
claimed  they  were  only  trying  to  stay 
awake  or  work  better. 

2.  Among  the  anorectic  drugs,  am¬ 
phetamines  account  for  more  abuse 


FEDERAL  REGISTER,  VOL.  42,  NO.  199— FRIDAY,  OCTOBER  14,  1977 


'55376 

i 

episodes  than  other  drugs  in  the  class 
and  also  have  the  highest  rate  of  abuse 
of  all  drugs  in  the  class.  Data  have  been 
provided  to  FDA  by  the  DEA  fn»n  the 
Druir  Abuse  Warning  Network  (DAWN) 
system  showing  the  high  degree  and  rate 
of  abuse  of  amphetamines.  Ilie  DAWN 
system  Is  a  large-scale  data-collecting 
system.  Initiated  In  September  of  1972 
and  operated  on  contract  by  IMS  Amer¬ 
ica,  Ambler,  PA.  The  data  include 
monthly  reports,  special  reports,  and 
computer  printouts,  used  to  identify 
drugs  currently  abused  and/or  associated 
with  harm  to  the  individual  and  society. 
The  episodes  reported  within  the  DAWN 
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system  ^  the  result  of  nonmedical  use 
of  a  drug  for  psychic  effects,  dependence, 
or  sclf-destructi(Hi.  The  data  collected  by 
DAWN  consist  of  the  number  of  “men¬ 
tions”  of  a  drug,  as  receded  following 
contact  with  or  treatment  of  individuals 
by  three  types  of  facilities:  emergency 
rooms  «ER)  in  non-Pederal  short-term 
general  hospitals  (as  defined  by  the 
American  Hospital  Association),  offices 
of  medical  examiners  or  coroners  (ME), 
and  crisis  inten'ention  centers  (CO  in 
the  continental  United  States.  The 
“mention”  of  a  drug  may  range  from 
a  telephone  call  to  an  overdose  death. 


Although  the  DAWN  system  was  initi¬ 
ated  in  1972,  data  obtained  before  Janu¬ 
ary  1974  are  unsuitable  for  making  valid 
trends  of  drug  abuse.  Ihe  initial  peno<i 
from  September  1972  through  December 
1973  mvolved  feasibility  studies  and  re¬ 
visions  with  the  DAWN  system  to  deter¬ 
mine  the  best  methods  of  operation. 

Figure  1  shows  the  number  of  total 
DAWN  mentions  from  ail  facilities  for  all 
anorectic  drugs  for  the  period  from  Jan- 
uarj’  1974  through  lecembcr  1976.  It  is 
apparent  that  the  amphetamines  have 
accounted  for  many  more  total  mentions 
in  this  system  than  any  other  anorectic 
drug  during  the  past  3  years. 
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The  use  of  total  DAWN  mentions  from 
all  facilities  as  a  reliable  index  of  the 
rate  of  smorectic  drug  abuse  in  our 
society  can  be  criticized  for  the  follow  ing 
reasons:  (1)  the  category  of  total  men¬ 
tions  includes  every  tiling  from  a  tele¬ 
phone  inquiry  by  a  concerned  parent  to  a 
report  of  a  serious  event  hke  hospitaliza¬ 
tion:  (2)  in  many  DAWN  episodes  the 
name  of  the  drug  involved  is  rei  orted  in 
jargon  terms  such  as  "speed,”  “mini¬ 
bennies.”  and  "joy  pUls.”  which  makes  it 
impossible  to  assign  the  mention  pre¬ 
cisely  to  a  particular  drug  in  the  stimu¬ 


lant  class;  <3)  reporting’  from  various 
crisis  centers  is  erratic  and  is  subject 
to  considerable  variaticm  in  reliability; 
and  <4>  the  number  and  characteristics 
of  the  facilities  in  the  DAWN  system 
fluctuate.  To  minimize  errors  from  these 
sources  and  stabilize  the  drug  abuse  men¬ 
tion  base.  FDA  conducted  an  analysis  of 
DAWN  mentions  for  specially  named 
anorectic  drugs  during  the  period  from 
January  1974  through  December  1976. 
The  arxalysis  of  DAWN  mentions  includes 
only  those  mentions  that  came  fr(xn 
emergency  rooms  and  medical  examiners 


that  have  consistently  reported  since 
January  1974. 

These  data  on  consistently  reported 
ER  and  ME  mentions  are  shown  below 
in  Figure  2.  Although  the  scale  of  the 
graph  has  changed  relative  to  Figure  1 
in  that  fewer  mentions  are  involved,  the 
general  pattern  Illustrated  in  Figure  I  is 
the  same.  Whether  one  looks  at  total 
mentions  or  c(msl£tent  ER  and  ME  men¬ 
tions.  abuse  episodes  related  to  amidieta- 
mlnes  are  several  times  greater  than  for 
any  other  anorectic  drug. 
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Figures  3  and  4  below  are  similar  to 
Figures  1  and  2  except  that  the  number 
of  mentions  has  in  each  case  been  di¬ 
vided  by  the  number  of  prescriptions  (in 
millions)  dispensed  for  each  drug  dur¬ 
ing  the  relevant  time  period  from  Janu¬ 
ary  1974  through  December  1976.  The 
ratio  of  DAWN  mentions  to  total  pre¬ 


scriptions  is  taken  to  be  an  index  of 
abuse  rate,  i.e.,  of  the  degree  of  abuse 
per  amount  of  drug  available  for  abuse. 
The  data  for  the  number  of  prescriptions 
were  obtained  from  the  National  Pre¬ 
scription  Audit,  a  survey  conducted  by 
IMS  America  (Ref.  4).  Figures  3  and  4 
again  illustrate  the  same  pattern  as  seen 


in  Figures  1  and  2.  Regardless  of 
whether  the  numerator  in  these  ratios  is 
taken  to  be  total  mentions  (Figure  3>  or 
consistently  reported  ER  and  ME  men¬ 
tions,  the  single-entity  amphetamines 
demonstrate  a  rate  of  abuse  several 
times  higher  than  that  associated  with 
any  other  anorectic  drug. 


/ 
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Although  the  abuse  rate  is  higher  prescribed  for  aiiu)het^unines  is  com-  drugs  (amphetamines  comprise  only  25 
for  amphetamines,  figure  5  below  Indl-  paratlvely  low  in  relation  to  the  total  percent  of  the  total  prescriptions  pre- 
cates  that  the  number  of  prescriptions  prescriptions*  prescribed  for  anorectic  scribed  for  anorectic  drugs  in  1976). 


3.  There  has  been  no  significant  de¬ 
crease  in  the  rate  of  abuse  of  ampheta¬ 
mines  over  the  past  3  years.  The  major 
reduction  in  the  abuse  (and  use)  of  these 
agents  appears  to  have  taken  place  be¬ 
tween  1970  and  1973  as  a  result  of  their 
control  imder  the  CSA  and  the  other  reg¬ 
ulatory  actions  cited.  No  significant 
change  has  occurred  since  1973. 

There  is  considerate  evidence  to  in¬ 
dicate  that  the  abuse  of  amphetamines 
is  much  reduced  today  by  comparison 
with  the  problem  that  existed  in  the  late 
1960’s  and  early  1970’s.  Many  factors 
have  undoubtedly  contributed  to  this  re¬ 
duction,  but  certainly  an  important  one 
is  the  reduced  prescribing  of  ampheta¬ 
mines  that  has  taken  place  in  recent 
years.  Figure  5  shows  the  number  of 
prescriptions  dispensed  by  retail  phar¬ 
macies  for  the  amphetamine  class  and 
for  the  class  of  other  anorectic  drugs  for 
the  13 -year  period  from  1964  through 
1976.  The  major  reduction  in  usage  of 
the  amphetamine  class  occurred  between 
1970  and  1973  after  these  drugs  were 
placed  in  Schedule  n  of  the  CSA.  The 


withdrawal  of  parenteral  methampheta- 
mine  and  combination  amphetamine 
products  from  the  market,  the  revisi(m 
of  the  package  inserts  to  indicate  that 
these  drugs  are  effective  only  as  adjtmc- 
tive  therapy  for  a  short-term  period,  and 
the  requirements  that  prescriptions  be  in 
writing  £Cnd  be  nonreflllable  have  all 
probably  contributed  to  this  decline. 
Since  1974,  prescription  sales  of  amphet- 
imines  have  remained  relatively  con¬ 
stant,  as  have  the  production  quotas  ap¬ 
proved  by  DEA.  Quotas  for  the  years 
1974,  1975,  1976,  and  1977  are  3,657.1. 
3,291.3,  3,586,  and  3,564  kg  respectively. 

The  decline  in  amphetamine  usage 
since  1970  has  been  offset  to  a  significant 
degree  by  an  increase  in  the  use  of  other 
anorectic  drugs  for  the  treatment  of 
obesity  so  that  overall  prescribing  of 
drugs  in  this  class  is  reduced  only  mod¬ 
erately  since  the  late  1960’s  (Figure  5). 

It  is  not  possible  to  quantitate  the  de¬ 
cline  in  abuse  of  amphetamines  that  has 
occurred  since  the  1960’s  because  the 
DAWN  system,  which  is  the  only  na¬ 
tional  system  providing  such  data,  was 


not  established  until  1972.  (Data  were 
not  available  until  1974  for  making  valid 
trends  of  drug  abuse.)  There  is  no  rea¬ 
son  to  doubt,  however,  the  generally  held 
opinion  of  experts  that  the  decline  in 
prescribing  amphetamines  has  been  par¬ 
alleled  by  a  reasonably  comparable  de¬ 
cline  in  the  amount  of  abuse.  On  the 
other  hand,  there  is  reason  to  believe 
from  data  collected  by  the  DAWN  sys¬ 
tem  since  1974  that  the  rate  of  abuse 
of  amphetamines  is  now  reasonaUy 
stable,  albeit  at  a  rate  lower  than  that 
which  once  prevailed  in  the  United 
States. 

Figure  6A  below  shows  total  DAWN 
mentions  from  all  facilities  divided  by 
prescriptions  in  millions  for  each  quar¬ 
ter  from  January  1974  throv^h  Decem¬ 
ber  1976  for  t^  anorectic  drugs  in 
Schedule  II  of  the  CSA  Figure  6B  below 
shows  similar  data  for  the  anorectic 
drugs  in  Schedules  m  and  IV.  These  fig- 
iu*es  basically  show  the  data  in  Flgmre 
3  broken  out  by  quarter  and  Illustrate 
that  no  significant  change  in  this  index 
of  abuse  has  occurred  over  the  past  3 
years. 
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Figures  7A  and  7B  below  are  comparable  to  6A  and  SB,  except  In  this  instance  the  numerator  of  the  ratios  shown  is 
consistently  reported  ER  and  ME  mentions.  Figures  7A  and  7B  thus  show  the  data  In  Figure  4  broken  out  by  quarter  for  the 
years  1974  through  1976,  and  again  no  significant  time  trend  is  evident. 
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The  conclusion  that  there  has  been  no 
significant  decline  In  the  rate  of  abuse 
of  amphetamines  In  the  past  3  years  Is 
challenged  by  a  report  on  prescription 
and  drug  abuse  trends  of  the  anorectic 
drugs  developed  by  IMS  America  for  the 
DEA  (Ref.  5).  Although  the  Bureau  of 
Drugs  and  IMS  America  used  the  same 
data  in  making  their  analyses  (data  from 
DAWN  and  the  National  Prescription 
Audit),  IMS  America  manipulated  the 
data  differently  and  thereby,  in  the  opin¬ 
ion  of  the  Bureau  of  Drugs,  produced 
some  misleading  conclusions.  In  this  re¬ 
port  (Ref.  5) ,  the  conclusion  was  reached 
that  there  is  a  continuing  rate  of  decline 
since  1974  in  basically  the  same  indices 
illustrated  in  Figures  6  and  7.  The  Bu¬ 
reau  of  Drugs  considers  this  report  to  be 
erroneous  in  its  conclusions  for  the  fol¬ 
lowing  reasons: 

1.  The  IMS  report  used  different  cate¬ 
gories  of  anorectic  drugs  in  its  analysis. 
Specifically,  “speed”  (an  unidentifiable 
jargon  group)  and  phenmetrazine  (a 
nonamphetamine)  were  added  to  the 
groups  reflective  of  generic  or  trade 
name  drugs,  l.e.,  d-amphetamine,  dl- 
amphetamine,  amphetamine  mixtures 
(containing  more  than  one  ampheta¬ 
mine)  ,  amphetamine  combinations  (con¬ 
taining  another  drug  besides  an  amphet¬ 
amine),  and  methamphetamine.  There¬ 
fore,  the  IMS  report  cannot  identify  val¬ 
id  trends  of  abuse  for  amphetamines 
when  other  drugs  are  included  in  its 
analysis. 

2.  IMS  applied  a  linear  regression 
analysis  to  the  time  period  from  Decem¬ 
ber  1973  through  November  1976,  thus 
providing  the  erroneous  conclusion  that 
amphetamine  mentions  are  decreasing 
(Fig.  8  below) .  According  to  the  analysis 
made  in  the  Bureau  of  Drugs  with  infor¬ 
mation  from  DEA,  there  was  a  statisti¬ 
cally  decreasing  trend  from  January 
1974  through  August  1974;  however,  no 
significant  change  Is  apparent  after  that 
time  and  the  rate  of  DAWN  mentions 
has  remained  relatively  constant  (Fig.  9 


below).  A  possible  explanation  for  the 
higher  level  of  mentions  in  the  first  half 
of  1974  may  be  that  amphetamines  were 
being  used  secondarily  with  other  drugs. 
If  only  those  mentions  are  considered 
where  amphetamines  were  the  only 
drugs  of  abuse,  there  is  no  obvious  trend 
from  January  1974  through  December 
1976  (Fig.  9) . 
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The  conclusion  that  no  significant  re¬ 
duction  In  the  rate  of  abuse  of  ampheta¬ 
mines  has  occtirred  since  January  1974  is 
supported  by  data  from  the  National 
Clearinghouse  for  Poison  Control  Cen¬ 
ters  (Ref.  6).  The  National  Clearing¬ 
house  records  the  collective  experience  of 
the  580  poison  control  centers  through¬ 
out  the  United  States.  A  standard  re¬ 
porting  form,  FD-2294,  is  sent  to  all  cen¬ 
ters  with  the  request  that  it  be  filled  out 
whenever  treatment  or  response  is  made 
to  telephone  inquiries  about  poisoning. 

Table  3  below  summarizes  Schedule  n 
amphetamines  and  Schedule  m  and  IV 
anorectic  reports  for  the  period  of  1972 
through  1975.  TTiese  data  agree  with  the 
DAWN  findings;  Schedule  n  drug  prod¬ 
ucts  containing  amphetemines  were  re¬ 
ported  more  often  each  year  as  causing 
Injury  to  individuals  than  the  total  of 
the  anorectics  in  Schedules  m  or  IV. 

Tablk  3.— Poison  control  centers 


Number  of  reports 


1972 

1973 

1974 

1975 

Schedule  II  amphetamines  and 
metbam  phetamines . 

471 

422 

37.') 

405 

Schedule  I'll  anorectics . 

71 

79 

94 

93 

Schedule  IV  anorectics . 

115 

1.38 

l;w 

162 

4.  A  significant  amount  of  the  am¬ 
phetamines  used  for  abuse  purposes 
comes  from  supplies  that  are  legally 
manufactured,  shipped,  or  prescribed.  Of 
the  total  number  of  amphetamine  men¬ 
tions  that  are  reported  by  the  emergency 
facilities  in  the  DAWN  system,  approx¬ 


imately  25  percent  identify  the  drug  as 
having  ctxne  from  legal  prescriptions, 
while  the  remaining  75  percent  are  at¬ 
tributed  to  drugs  from  other  sources, 
e.g.,  “street  buy,”  or  stolen.  Although 
amphetamines  from  other  sources  are 
not  further  broken  down  in  the  DAWN 
system  as  to  whether  they  were  legally 
or  Illegally  manufactured,  available  in¬ 
formation  from  DEA  indicates  that  the 
amount  of  amphetamines  diverted  from 
legal  sources  constitutes  a  significant 
supply  of  these  drugs  for  illicit  use.  Ac¬ 
cording  to  the  Information  frmn  DEA, 
two  major  sources  for  the  diversion  of 
these  dnigs  from  legal  sources  are:  (a) 
health  professionals  who  engage  in  illegal 
or  questionable  practices  with  them,  e.g., 
selling  than  without  a  prescription  or 
prescribing  them  for  nonmedical  pur¬ 
poses,  and  (b)  thefts  from  pharmacies, 
physicians,  and  suppliers. 

Reports  from  Diversion  Investigation 
Units  (DIU)  indicate  that  health  pro¬ 
fessionals  are  Involved  in  diverting  a 
substantial  amount  of  these  legal  drugs 
to  illicit  use  (Ref.  7) .  Diversion  Investi¬ 
gation  Units  are  combined  Federal- 
State  task  forces  composed  of  State  and 
local  law  enforcement  personnel  assisted 
by  DEA  and  funded  by  the  Law  Enforce¬ 
ment  Assistance  Administration.  These 
units  identify  and  seek  prosecution  of 
practitioners  and  others  involved  in  the 
illegal  diversion  and  selling  of  legally 
manufactured  drugs. 

Of  the  DIU  Investigations  reported 
from  January  1975  to  April  1977  that 
resulted  in  arrests,  the  following  types 


of  health  professionals  were  involved  In 
the  illegal  diversion  of  amphetamines: 


Category 

Arrests  in 
which  am> 
phetamine 
was  invoived 

Arrests  in 
which  meth* 
amphetamine 
was  invoived 

Medical  doctors  and 

doctors  of  osteopathy. 

22 

0 

Registered  pharmacists. 

3 

Dentists . . 

1 

Persons  not  employed 

in  a  health  profession. 

42 

17 

In  addition,  the  “Ami^etamine  Diver¬ 
sion”  report  transmltt^  to  FDA  (m  De¬ 
cember  20,  1976  (Ref.  7)  reveals  the 
following. 

1.  There  are  physicians  (Cited  in  the 
report)  who  have  ordered  more  than  3 
million  dosage  units  of  amidietamines 
per  year  for  their  medical  practice.  ITils 
is  sufficient  to  provide  15,000  12-week 
courses  of  therapy  for  the  treatment  of 
obesity,  and  proper  use  of  such  an 
amoimt  would  require  that  physicians 
initiate  between  50  and  60  new  patients 
on  amphetamine  therapy  every  day  of 
every  week  during  the  year. 

2.  Some  physicians  are  prescribing 
amphetamines  to  their  patients  for  pe¬ 
riods  of  up  to  2  years.  No  substantial 
evidence  of  effectiveness  for  obesity  ex¬ 
ists  after  90  days  and  significant  evidence 
of  t(^erance  and/or  psychological  de¬ 
pendence  after  prolonged  use  does  exist. 

3.  A  substantial  amount  of  the  illegal 
diversion  of  amphetamines  by  physicians 
occurs  through  the  operation  of  “fat 
clinics”  (a  jargon  term  denoting  that 
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the  entire  clinical  practice  Is  devoted  to 
the  treatment  of  obesity).  The  clinics 
usually  order  the  amphetamines  directly 
from  the  manufacturer  or  distributor 
and  dispense  them  directly  to  the  pa¬ 
tient. 

Currently,  DEA  is  gathering  additional 
information  from  its  field  staff  to  esti¬ 
mate  with  greater  accuracy  the  amounts 
of  amphetamines  it  believes  are  diverted 
through  these  mechanisms. 

The  other  major  source  of  diverted 
amphetamines  is  theft.  Five  million  dos¬ 
age  units  of  these  drugs  were  stolen  from 
pharmacies,  physicians,  and  suppliers  in 
1976  (Table  4  below;  data  from  Ref.  4). 
The  single  greatest  category  of  theft  of 
anorecti(»  in  1976  was  theft  of  ampheta¬ 
mines  from  pharmacies.  In  fact,  those 


The  available  data  from  the  DAWN 
systems  Indicate  that  approximately  25 
percent  of  the  amphetamines  leading  to 
DAWN  mentions  are  from  legal  prescrip¬ 
tions,  and  the  theft  and  DIU  reports  sug¬ 
gest  that  an  additional  increment  of  im- 
known  magnitude  can  reasonably  be  at¬ 
tributed  to  diversion  from  the  medical 
care  sirstem. 

Additionally,  DEA  has  provided  data 
to  FDA  on  anorectic  drugs  submitted  to 
their  laboratories  for  analysis  betw'een 
January  1974  and  December  1976  (Ref. 
8).  Of  the  samples  of  52  million  tablets 
and  capsules  of  anorectics  submitted  for 
analysis,  only  2  perc«it  (representing 
approximately  1  million  dosage  units) 
were  product  by  legitimate  domestic 
manufacturers,  while  90  percent  (repre¬ 
senting  approximately  47  million  dosage 
units)  were  identified  as  clandestinely 
manufactui-ed.  Because  most  drug  sam¬ 
ples  sent  to  DEA  laboratories  are  from 
Investigations  conducted  to  expose  and 
prosecute  clandestine  manufacturing 
and  illicit  importation,  the  large  per¬ 
centage  of  illegitimate  drugs  from  these 
laboratories  is  to  be  expected.  These 
data,  therefore,  cannot  reasonably  be  in¬ 
terpreted  as  suggesting  that  legally  man¬ 
ufactured  amr^etamines  do  not  con- 


anorectic  drugs  in  Schedule  n  of  the 
eSA  were  stolen  from  pharmacies  in 
greater  amounths  than  the  drugs  in 
Schedules  ni  and  IV.  A  special  case  in 
1976  was  the  theft  of  approximately  2 
million  dosage  units  of  dlethylpropion 
as  a  single  theft  of  bulk  powder  from  a 
truck,  which  accoimts  for  the  high  fig¬ 
ures  attributed  to  this  drug.  For  the  am¬ 
phetamines.  about  10  percent  of  quanti¬ 
ties  stolen  were  at  the  manufacturer/ 
distributor  level,  while  88  percent  of  the 
approximately  5  million  dosage  units 
stolen  were  taken  at  the  retail  level. 
These  data  indicate  that  amphetamines 
are  the  anorectic  drugs  most  frequently 
desired  by  those  who  steal  anorectic 
drugs  to  divert  them  to  illicit  use. 


tribute  significantly  to  the  abuse  prob¬ 
lem  associated  with  these  drugs. 

5.  There  is  no  new  evidence  to  chal¬ 
lenge  the  previous  FDA  conclusion  that 
amphetamines  do  not  have  any  advan¬ 
tage  over  the  nonamphetamine  anorectic 
drugs  as  an  adjunct  in  the  treatment  of 
obesity.  The  anorectic  review  initiated  by 
FDA  in  1972  resulted  in  the  conclusion 
that  there  are  no  significant  differences 
among  the  anorectic  drugs  in  their  ef¬ 
fectiveness  in  enhancing  weight  loss  over 
the  short-term  as  adjimctive  treatments 
to  diet  in  the  management  of  obesity. 
Since  that  time  no  evidence  has  been 
presented  to  the  agency  to  indicate  that 
this  conclusion  was  in  error.  Specifically, 
no  adequate  and  well-controlled  trials 
are  known  to  the  Bureau  of  Drugs  which 
demonstrate  that  amphetamines  carry 
any  relative  advantage  over  other  ano¬ 
rectic  drugs  in  the  management  of 
obe.sity. 

Recent  Events  in  Regard  to 
Amphetamines 

Testimony  was  given  before  the  Sub¬ 
committee  on  Monopoly  of  the  Select 
Committee  on  Small  Business  of  the 
United  States  Senate,  at  hearings  held 
November  9,  10,  11,  18.  and  19,  1976,  re¬ 
garding  the  safety  and  effectiveness  of 


antiobesity  drugs  (Refs.  9  through  18). 
Experts  brought  before  the  subcommit¬ 
tee  offered  the  following  information  and 
opinions : 

Lester  Grinspoon,  M.D.,  Director  of 
Information  and  Evaluation  at  the  Mas¬ 
sachusetts  Mental  Health  Center,  Bos¬ 
ton,  Mass.,  stated  in  response  to  a  ques¬ 
tion  as  to  whether  or  not  some  action 
should  be  taken  concerning  tlie  amphe¬ 
tamines,  “The  near  epidemic  extent  of 
amphetamine  abuse  which  exists  in  this 
country  today  is  at  least  in  part  a  result 
of  the  medical  community’s  basic  unwill¬ 
ingness  to  recognize  that  fulfillment  of 
its  first  responsibility  is  not  always  iden¬ 
tical  with  the  most  immediate  alleviation 
of  pain  and  suffering.”  Dr.  Grinspoon 
stated  that  in  his  opinion  there  seem  to 
be  few  conditions  that  justify  the  pre¬ 
scribing  of  amphetamines.  The  excep¬ 
tions  are  a  very  select  group  of  patients 
suffering  from  certain  varieties  of  nar¬ 
colepsy  and  a  number  of  truly  hyper¬ 
kinetic  children.  Dr.  Grinspoon  indicated 
that,  in  these  cases,  amphetamines 
should  be  prescribed  only  after  a  careful 
weighing  of  their  potential  dangers 
against  their  possible  value. 

Dr.  Thaddeus  E.  Prout,  Associate  Pro¬ 
fessor  of  Medicine  at  Johns  Hopkins  Uni¬ 
versity,  Baltimore,  Md.,  testified  con¬ 
cerning  the  use  of  amphetamines  for  the 
treatment  of  obesity :  “It  has  been  dem¬ 
onstrated  that  the  amphetamines  and 
related  compounds  have  such  trivial  ef¬ 
fectiveness  in  the  treatment  of  obesity 
that  w’e  should  look  again  at  questions  of 
whether  or  not  obesity  should  continue 
as  an  indication  for  their  use.  Obesity  is 
the  major  medical  excuse  fOT  the  manu¬ 
facture  of  amphetamines.  It  now  seems 
reasonable  to  state  that  the  risk  of  over¬ 
production  of  the  drugs  and  their  ex¬ 
cessive  abuse  far  exceeds  the  benefits 
that  might  be  cited  in  the  treatment  of 
obesity.  Only  a  few  patients  believe  that 
the  so-called  anorectic  drugs  in  associa¬ 
tion  with  rigid  dieting  were  the  causative 
'  agent  in  their  weight  reduction.  Most  pa¬ 
tients  get  no  benefit  from  their  use  and 
risk  the  development  of  addiction.  I 
would  therefore  recommend  that  obesity 
be  withdrawn  as  an  Indication  for  the 
therapeutic  use  of  these  drugs.” 

Dr.  Everett  Elllngwood,  Professor  of 
Psychiatry  at  Duke  University,  stated  at 
the  hearing  that  the  more  p<rf«nt  stimu¬ 
lants,  such  as  dextroamphetamine, 
methamphetamine  and  phenmetrazlne 
currently  under  Schedule  U  should  be 
considered  for  possible  disc^ontinuance  as 
anorectics.  Dr.  Elllngwood  also  said  that 
the  chronic  high-dose  use  of  ampheta¬ 
mines,  which  leads  to  behavioral  aberra¬ 
tions  including  psychosis,  is  considered 
by  clinical  observers  to  be  a  volatile  state 
that  is  not  infrequently  implicated  in 
violent  or  assaultive  behavior. 

Dr.  John  Henderson  of  Ottawa.  Can¬ 
ada.  representing  the  Canadian  Medical 
Association,  testified  that  on  January  1, 
1973,  Canadian  law  designated  five  con¬ 
ditions  as  the  only  medical  diagnoses  for 
which  the  amphetamines  could  be  pre- 
6crff>ed.  These  five  conditions  were:  nar¬ 
colepsy,  h3rperkinetic  disorders  in  chil¬ 
dren,  minimal  brain  dysfunction,  epl- 


Tabi.e  4. — Tftcft  of  aturrctic  drug h*  — not totnU  lor  lO'C 


Facibty  type 

rharmaey 

Doctor 

Maiiii- 

facturer/ 

distributor 

_Other 

Totals 

Behedule  II: 

Amphetamines . . . 

Methamphetamine . 

Rhemnetrarine . 

.  3,198,788 

.  729,631 

.  711,  e«. 

61.'),  901 

0 

14.  700 

297),  l.\i 
235,6.38 
38,028 

64,03!> 

.559 

3.290 

4.073,863 

966,628 

767,600 

Total . . 

6,807, 181 

Schedule  III: 

Beniphetamine _ _  . 

22,810 

.  81,860 

0 

4.3.300 
3.5.3, 6(r, 
4,6.32 

4. 700 

4, 100 
102.000 
1,088 
.570 

Mazindol . . . 

. .  9,209 

.  4. 704 

V 

t'lortermine . 

_ _  1,487 

0 

100 

236 

Total.. . 

822.106 

Schedule  IV: 

DiethylP-  'Pion . 

Phentermine . 

. .  42,083 

.  97,672 

.  4,277 

14,828 

12.322 

720 

2.674,031 

206,796 

2,400 

433 

7,196 

*76 

2,731,375 

322,886 

8,073 

Total . 

3,884,440 

Grand  total . . . 

10,613,727 

*  Numbers  represent  dosage  units.  Data  from  Ref.  4. 
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lepsy  and  Paiicinsonlsm.  The  ampheta¬ 
mines  were  not  indicated  for  weight  re¬ 
duction  in  Canada.  Dr.  Henderson  stated 
that  the  Canadians  did  not  fe^  that 
amphetamines  should  be  used  for  the 
treatment  of  obesity,  especially  as  other 
drugs  were  available  for  this  pmpose. 

Dr.  Thomas  Qellert  of  Himtington, 
New  York,  testified  that  after  Hunting- 
ton  physicians  had  evaluated  scientific 
data  concerning  the  use  of  ampheta¬ 
mines  in  the  treatment  of  obesity,  the 
physicians  decided  that  amphetamines 
have  no  use  in  the  practice  of  medicine 
except  in  the  treatment  of  rare  prob¬ 
lems  such  as  narcolepsy  and  in  certain 
types  of  h3T>eractive  children.  Although 
the  majority  of  the  Himtington  physi¬ 
cians  cooperated  in  the  implementation 
of  a  volimtary  ban  on  the  use  of  amphet¬ 
amines  in  the  treatment  of  obesity.  Dr. 
Gellert  stated  that  some  physicians  are 
stUl  confining  their  practices  to  the  treat¬ 
ment  of  obesity  and  dispensing  an  un¬ 
usually  excessive  amount  of  legal  am¬ 
phetamines.  According  to  his  calcula¬ 
tions,  some  of  the  doctors  are  prescrib¬ 
ing  more  than  a  million  dosage  xmits  of 
amphatamines  a  year.  He  felt  that  addi¬ 
tional  controls  are  needed  for  amphet¬ 
amines  to  prevent  injudicious  distribu¬ 
tion  of  legal  amphetamines  by  a  small 
number  of  physicians. 

Dr.  Barrett  Scoville,  former  Director 
of  the  EHvlsion  of  Neuropharmacological 
Drug  Products  of  FDA,  discussed  the  re¬ 
view  of  anorectic  drugs  and  stated  that 
in  his  opinion  the  efficacy  decision  was 
proper,  but  that  the  decision  regarding 
safety  appeared  to  need  revision.  Dr.  Sco¬ 
ville  stated  that  if  the  amphetamines 
continue  to  be  abused,  it  would  seem  rea¬ 
sonable  to  withdraw  approval  of  them 
for  the  obesity  indication,  for  which  safer 
drugs  are  available.  Dr.  Scoville  believes 
the  amphetamines  to  be  the  most  dan¬ 
gerous  class  of  anorectic  drugs,  but  does 
not  believe  that  obese  patients  should  be 
deprived  of  all  drugs  for  that  indication. 

Mr.  Frederick  Rody,  Jr.,  Acting  Deputy 
Administrator  of  the  Drug  Enforcement 
Administration,  testified  on  the  history 
of  the  control  of  anorectics  under  the 
CSA.  Based  on  data  available  to  DEA, 
Mr.  Rody  concluded  that  increasing 
amounts  of  abused  amphetamines  come 
from  home  supplies  and  these  supplies 
are  created  largely  through  prescrip¬ 
tions  and  direct  dispensing  by  physicians. 
He  suggested  that  significant  numbers 
of  physicians  are  prescribing  and  dis¬ 
pensing  in  excess  of  the  amount  of  the 
drug  necessary  to  meet  the  patient’s  ac¬ 
tual  medical  needs.  Mr.  Rody  also  dis¬ 
cussed  the  problems  of  drugs  that  are 
manufactured  within  the  United  States, 
exported  to  another  country,  and  then 
smuggled  back  into  the  United  States  for 
illicit  sale. 

Dr.  J.  Richard  Grout,  Director  of  the 
Bureau  of  I>rugs,  testified  concerning  the 
activities  of  FDA  with  respect  to  anorec¬ 
tic  drugs.  Dr.  Grout  stated  that  from 
1971  through  1973  there  was  a  dramatic 
decrease  in  the  amount  of  amphetamines 
prescribed.  However,  since  1973  the  use 
of  amphetamines  has  remained  fdirly 
constant  and  at  a  rate  about  one-fifth 
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the  use  seen  during  the  peak  year  of 
1965.  With  regard  to  non-amphetamine 
anorectics,  these  drugs  have  Increased  in 
popularity  since  1971  and  are  prescribed 
approximately  twice  as  often  as  the  am¬ 
phetamines.  Dr.  Grout  stated  that,  based 
on  the  DAWN  data,  the  amphetamines 
and  to  a  lesser  extent  phenmetrazlne  are 
associated  with  more  DAWN  contacts  per 
nLunber  of  sales  than  the  other  anorec¬ 
tics.  Available  information  indicates  that 
the  Schedule  II  drugs  are  a  greater  prob¬ 
lem  than  the  other  anorectics  in  Sched¬ 
ules  in  and  IV  of  the  GSA.  Dr.  Grout 
stated  that  FDA  would  further  evaluate 
in  more  detail  and  decide  whether  defi¬ 
nitive  action  should  be  taken  regarding 
amphetamine  drugs. 

On  February  3,  1977,  the  evidence  re¬ 
lating  to  the  use  of  dl-amphetamlne,  dex¬ 
troamphetamine,  and  methamphetamlne 
in  the  treatment  of  narcolepsy  and  of 
children  with  hyperkinesis  and  minimal 
brain  dysfimcticm  was  reviewed  by  the 
Neurologic  Drugs  Advisory  Gommittee  of 
FDA  (Ref.  19).  Representatives  of  vari¬ 
ous  parties,  including  the  American 
Medical  Association  and  several  drug 
manufacturers,  presented  testimony  at 
the  meeting.  The  committee  advised  FDA 
that  removal  of  the  indication  of  narco¬ 
lepsy  from  dl-amphetamine  and  dextro¬ 
amphetamine  would  have  a  deleterious 
effect  on  patients  with  this  condition.  It 
was  also  the  opinion  of  the  committee 
that  dl-amphetamine,  dextroampheta¬ 
mine,  and  methamphetamlne  were  need¬ 
ed  for  the  treatment  of  minimal  brain 
dysfunction,  in  spite  of  the  availability 
of  methylphenidate  and  pemoline  as  al¬ 
ternatives,  because  not  all  children  re¬ 
spond  well  enough  to  these  drugs  that 
the  amphetamines  can  be  replaced.  The 
Bureau  of  Drugs  has  accepted  these  rec¬ 
ommendations  and  will  incorporate  them 
into  any  plan  for  regulatory  action  in  re¬ 
gard  to  this  class  of  drugs. 
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Gonsideration  of  Additional  Regula¬ 
tory  Actions  Relating  to  the  Am¬ 
phetamines 

In  view  of  the  evidence  in  the  previ¬ 
ous  section,  the  Gommissioner  is  con¬ 
sidering  initiating  new  administrative 
proceedings  in  r^ard  to  these  drugs.  The 
intent  of  such  actions  would  be  to  limit 
the  approved  indications  of  ampheta¬ 
mines  to  those  in  which  the  drug  serves 
an  essential  medical  purpose  and  to  in¬ 
form  patients  taking  these  drugs  of  these 
indications.  As  a  consequence  of  such 
actions,  the  production  quotas  for  these 
drugs  could  be  reduced  to  a  fraction  of 
their  current  level,  thereby  reducing  the 
legal  domestic  supply  available  for  diver¬ 
sion. 

Specifically,  the  Gommissioner  is  con¬ 
sidering  the  initiation  of  proceedings  in¬ 
tended  to  accomplish  the  following: 

1.  Remove  the  anorectic  indication 
from  the  labeling  of  amphetamine  prod¬ 
ucts.  Information  on  legitimate  medical 
usage  of  Schedule  II  drugs  is  provided 
to  DEA  for  use  in  setting  production 
quotas.  Because  at  least  88  percent  of 
the  legal  medical  usage  of  these  drugs 
has  been  for  weight  reduction  (Ref.  20), 
the  recommended  production  quotas  for 
amphetamines  could  be  sharply  reduced 
following  such  action. 

2.  Retain  the  indication  of  narcolepsy 
for  dl-amphetamine  cuid  dextroam¬ 
phetamine,  and  retain  the  indication  of 
minimal  brain  dysfunction  for  dl-am¬ 
phetamine,  dextroamphetamine,  and 
methamphetamlne.  These  are  the  indi¬ 
cations,  other  than  obesity,  for  which 
these  drugs  are  currently  labded. 


REGISTER,  VOL  42,  NO.  199 — FRIDAY,  OCTOBER  14,  1977 


55386 


NOTICES 


3.  Require  patient  labeling  for  am¬ 
phetamine  products.  A  short  insert  stat¬ 
ing  the  warnings  in  layman’s  terms 
about  using  these  drugs  In  weight  reduc¬ 
tion  (and  in  the  treatment  of  narcolepsy 
for  methamphetomines)  would  be  given 
to  the  patient  w’hen  the  drug  is  dis¬ 
pensed. 

Other  anorectic  drug  products,  other 
than  amphetamines,  will  remain  on  the 
market  labeled  for  their  anorectic  indi¬ 
cation.  At  the  present  time,  av'ailable 
evidence  from  DEA  and  NIDA  docs  not 
indicate  an  unacceptable  level  of  abuse 
for  any  of  these  remaining  anorectic 
drug  pr(xlucts ;  however,  these  drugs  will 
be  reviewed  periodically  by  the  Con¬ 
trolled  Substances  Advisory  Committee 
of  FDA  to  determine  whether  additional 
controls  are  necessary. 

If  the  steps  outlined  are  ultimately 
taken  and  are  successful  in  reducing  the 
abuse  level  of  amphetamines,  it  is  possi¬ 
ble  that  the  abuse  of  one  or  more  of  these 
other  anorectic  drugs  will  increase.  If  any 
one  drug  in  the  class  could  then  be  shown 
to  have  a  degree  of  abuse  significantly 
higher  than  other  drugs  in  the  class  (a 
situation  similar  to  that  which  exists  to¬ 
day  with  amphetamines),  it  is  antici¬ 
pated  that  action  would  be  taken  to  re¬ 
move  that  drug  frwn  the  market.  The 
regulatory  action  under  consideration 
should  therefore  be  seen  not  as  an  iso¬ 
lated  proceeding  against  amphetamines 
but  rather  as  the  next  step  in  a  long- 
existing  policy  to  take  action,  on  relative 
sckfety  grounds,  against  any  anorectic 
drug  that  becomes  abused  at  a  rate  sub¬ 
stantially  higher  than  other  drugs  in  the 
class.  Implementation  of  such  a  policy 
tlirough  the  years  should  result  in  the 
long-term  marketing  of  only  those  ano¬ 
rectic  drugs  which  have  the  lowrest  poten¬ 
tial  for  abuse. 

Public  Hkaiing 

The  Commissioner  announces  that  a 
puUlc  hearing  will  be  h^  to  provide 
an  (H>en  forum  for  comment  and  dis¬ 


cussion  on  the  information  in  this  notice 
regarding  the  abuse  of  legally  manufac¬ 
tured  amphetaminus.  The  hearing  is 
open  to  all  interested  persons.  Partici¬ 
pants  are  invited  to  comment  on  the  evi¬ 
dence  presented  in  this  notice,  including 
the  data  relating  to  the  abuse  of  am¬ 
phetamines.  any  aspect  of  the  regula¬ 
tory  plan  prc^xxsed,  and  on  the  pohcies 
underlying  this  plan.  He  specifically 
seeks  well-documented  comment  on  the 
merits  of  the  following  possible  coui*se  of 
action: 

1.  Removal  of  the  anorectic  indi(ja- 
tion  from  the  labeling  of  amphetamine 
drug  products. 

2.  Retention  of  the  indication  of  nar¬ 
colepsy  for  dextroamphetamine  and  dl- 
amphetamine  products,  and  retention  of 
the  indication  of  minimal  brain  dysfunc¬ 
tion  for  dextroamphetamine,  dl-amphet- 
amine  and  methamphetamine  products. 

3.  ^Requiring  patient  labeling  which 
would  provide  certain  information  on 
use  and  warnings  concerning  the  poten¬ 
tial  for  abuse  of  these  drugs. 

After  the  completion  of  the  hearing, 
the  Commissioner  will  consider  the  ad¬ 
ministrative  record  of  the  hearing  to 
determine  whether  the  abuse  of  legally 
manufactured  and  marketed  ampheta¬ 
mines  requires  additional  regulatory  ac¬ 
tion.  If  a  decision  is  made  that  additional 
action  is  required  for  these  drugs,  he  will 
initiate  proceedings  on  the  basis  of  the 
administrative  record  of  the  hearing 
which  includes  the  information  cited  in 
this  notice. 

The  Commissioner  advises  that  the 
evidence  presented  in  this  notice  may 
be  taken  into  accoimt  Ir  recommending 
to  I^A  changes  in  the  schedules  of  cer¬ 
tain  anorectic  drugs  imder  the  CSA. 
Separate  forums  are  available  for  these 
matters,  however,  and  it  Is  requested  that 
participants  not  use  this  particular  hear¬ 
ing  for  discussion  of  these  Issues. 

Hie  hearing  will  begin  at  9  a.m.  on 
December  2.  1977,  in  Conference  Room 
E,  third  floor,  Parklawn  Building,  5600 


Fishers  Lane,  Rockville,  Md.  20857.  The 
presiding  officer  will  be  J.  Richard  Crout, 
MD.,  Director  of  the  Bureau  of  Drugs. 

Persons  wishing  to  comment  or  pre¬ 
sent  views  at  this  hearing  must  file  by 
November  14,  1977,  a  written  notice  of 
appearance  under  21  CFR  15.21  with  the 
Hearing  Clerk  (HPC-20) ,  Food  and  Drug 
Administration,  Room  4-65,  5600  Fishers 
Lane,  Rockville,  Md.  20857.  The  envelope 
containing  the  notice  should  be  promi¬ 
nently  marked  “Amphetamine  Hearing.” 
The  notice  of  appearance  shall  contain 
the  Hearing  Clerk  Docket  No.  [77N- 
0273  ] ;  the  name,  address  and  telephone 
number  of  the  person  desiring  to  make  a 
statement;  business  affiliation,  if  any;  a 
summary  of  the  presentation;  and  the 
approximate  amount  of  time  being  re¬ 
quested  for  the  presentation.  Individuals 
and  organizations  with  common  inter¬ 
ests  are  urged  to  consoUdate  or  coordi¬ 
nate  their  presentations.  The  Commis¬ 
sioner  may  require  joint  presentations 
by  persons  with  common  interests.  He 
will  allocate  the  time  available  for  tlie 
hearing  among  the  persons  who  properly 
file  a  notice  of  api}earance  and  will  make 
a  schedule  of  the  hearing  available  to 
such  persons.  Persons  may  use  their 
allotted  time  on  any  aspect  of  the  pro- 
PKised  action,  consistent  with  the  conduct 
of  a  reasonable  and  orderly  hearing.  For¬ 
mal  written  statements  on  the  issues  may 
be  presented  to  the  presiding  officer  on 
the  day  of  the  hearing  for  inclusion  in 
the  record. 

The  hearing  will  be  open  to  the  public. 
At  the  discretion  of  the  mresiding  officer, 
and  as  time  permits,  any  Interested  per¬ 
son  In  attendance  may  be  heard  with 
respect  to  matters  relevant  to  the  issue 
under  consideration.. 

Dated;  October  6,  1977. 

Shskwik  Gardnkr, 

Acting  Commissioner 
of  Food  and  Drugs. 

[FR  Doc.77-a9a27  FUed  10-18-77;8.46  am] 
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